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Status 

1 )|a Responsive to communication(s) filed on 0? December 2002 . 
2a)D This action is FINAL. 2b)S This action is non-final. 

3)0 Since this application is in condition for allowance e-ept Tsfo G 2l1 '° " 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 4&J u.u,. z c». 

Disposition of Claims 

4M Claim(s) i 7.,^ i:i.19.22 -^n 49.fi^ and 68-70 is/are pending in the application. 

4a) Of the above claim(s) 99-35.39 and 40 is/are withdrawn from consideration. 
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Application Papers 
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If approved, corrected drawings are required in reply to this Office action. 

12) n The oath or declaration is objected to by the Examiner. 

Priority under 35 U.S.C. §§119 and 120 

13) 0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 
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Detailed Action 

. ,h.,e being no allowable generic otUnkmg 

*.^r>f^lprted invention, tnere oemg 
I 142(b), as being drawn to a nonelectedinv 



claim. Applicant 



THefollo.lnsUa,»o.a.iono«bef„stpa,a^apbof35U.S.C.112: 

• f the invention, and of the manner and process ot 

sp«i«» - CO... . ae^P- _„ „ „ 

• ot.ri pxact terms as to enable any pci^v. 
I, fiiii rlear concise, ana exaci icn" 

„,.,=d by i»v.« of c».ym8 «»' ^ '""°°»" 



c 



.S.C. 112, first paragraph, as containing subject 



^ the best mode contemi 

Cla....S-,0a,e.e.ea..«3SU. _^,,„„,,,,.e 
„...blo.wa3noUe.ribe.,n*espe.r.eaUon.nsneb 
. .„ *cb U pe^ms, o. wi.b -cb U.S .0. nea.1. — .o .a.e 



invention. 



into a human cell and also 



human brain, said 



^ppUcan. olal™ a »e*od to, — g a bete^losous gene 

,...a,.cla,™»e.o..be.n.beb™aneellea„belnabn..^^^^^^ 
„e.o.co.pris.g.P«ngb™anse™n,.es.-«n-pnn>a.e.^^^^^ 

. . bun-an. enuresis— an. re^ovWvec.0. in fl.ebu.an. The on y 

p^dncngbnmanse™ a beterologo. gene into bu»an cells in any 

aisclosed in fte instant specficaUon. for transfemng 
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undue experimentation 



h^ans is for. he purpose of gene therapy. The elaams 

therapy. „^ vise the claimed 

r „ablemen. is whether one skilled in ar. ean make an nse 
The test ot enablement IS „f *e orior art without 

V of the applieaUon eoupled with the teaehrngs ot the pnor 
i^ventionftomtheteachtngsoftheapp , ni7 (Fed. Cir. 1988). 

ion([/m'erfS"«"'-**°"'"'"- 
. .anon is needed is not based upon a single factor but rather ,s a 
«,etherundueexpeamen.at,on,sn ,„^„,„, ,30 USPQ 546 (Bd. Pat. 

■ hv weighing many factors (See Ex parte r 
conclusion reached by weigmng . n«8^ These factors include 

^ sTTSP02d 1400 (Fed. Cir, 1988). inese 
App.&Inter.l986)and/«re.fanrf^,8USPQ2d 

the following-. unpredictable. The 

u v. the art The gene therapy art IS higmy u p 
nUnpredctabihtyofthean. s 

^ ^ , TVip nrimary areas ot 

•v • .anifestedinvirtuallyallaspectsofgenetherapy.Thepnmry 

unpredictability is manifested ^^^^^ ^^^^^^^ 

• , deUvervofthe vectors to the appropriate tissues, tag 
unpredictability involve delivery ot ...hetransgeneincellsin 

...^.-...■--'-;;--:^'r:..:--- 

, ^ pvtraoolated to humans. Specincduy, 

:::gardtorandomin.egra«on.nto.beoellnlarg.ome...he 

— ^"'"^"^ L,,enes,actWa.onofoncogenes,ete. maee^atpresent 
associated possible disruption Of normal gen 
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all U.S. clinical studies using retroviruses as gene therapy agents are on hold due to the 
possibUity that retroviral vectors may result in leukemia in patients treated with the vectors (See 
Marshall, Science, 2003, Vol. 299, No. 5605, p. 320). For reviews of the unpredictability of 
gene therapy techniques, see Mountain, TIBTECH, 2000, vol. 18, pp. 119-128; Kmiec, 
American Scientist, 1999, Vol. 87, pp. 240-247; Anderson, Nature, 1998, Vol. 392, pp. 25-30; 
Verma et al.. Nature, 1997, Vol. 389, pp. 239-242; Paillard, Human Gene Therapy, 1998, Vol. 9, 
. 767-768; Fox, Nature Biotechnology, 2000, Vol. 18, pp. 143-144, etc. 



PP 



2) State of the art. At the time of filing of the instant application, no successful gene 



therapy protocols had been unambiguously demonstrated to be successful. 

3) Number of working examples. Applicants present no working examples of the 

claimed invention. 

4) Amount of guidance presented by applicants. Applicants present generic guidance on 
administering the retroviral vector producing cells to animals or humans. Applicants however 
present no guidance on how .he skilled artisan would overcome the art recognized problems 
associated with successful practicing of gene therapy using retroviral vectors. 

5) Nature of the invention. The invention involves one of the most complex and 
unpredictable areas of molecular biology/medicine; the use of viral gene therapy vectors to treat 
disease in humans. 



* 
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6) Level of skill in the art. The level of skill in the art is high; however, given the 
unpredictable nature of the art, the poorly developed state of the art, the lack of guidance 
provided by appUcants and lack of working examples, the skilled artisan would have needed to 
have conducted trial and error experimentation in order to practice the claimed invention. 

Given the above analysis of the factors which the courts have determined are critical in 
determining whether a claimed invention is enabled, it must be considered that the skilled artisan 
would have needed to conduct undue and excessive experimentation in order to practice the 
claimed invention. 



Claims 4, 10, 14, 15, 19, 36-38, 42-45, 47, 49, 50, 52, 55, 57, 59, 60, 65, 68-70 are 
rejected under 35 U.S.C. 112, first paragraph, as containing subject matter which was not 
described in the specification in such a way as to enable one skilled in the art to which it pertains, 
or with which it is most nearly connected, to make and/or use the invention. 

AppUcants claim methods of preparing stable retroviral producer cell lines (firom the cell 
hne Mpf) for the generation of human serum resistant retroviral vectors, methods of making 



serum 



resistant retroviral vectors using the Mpf cell line, and retroviral vector producer Mpf 



cells. Applicants also claim using the mink cell line Mv-l-Lu for assaying the titers of retroviral 
vectors produced firom the producer cells. The Mpf and Mv-l-Lu cell lines are essential for 
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practicing the claimed invention and applicants, in the instant specification, do not provide a 
reproducible method for generating these exact cell lines. It appears that others have deposited 
these cell lines at the ATCC. However, as noted in the MPEP: 

The fact that applicants and other members of the public were able to obtain the material in 
question from a given depository prior to and after the filing date of the application in issue did 
not establish that upon issuance of a patent on the application that such material would continue 
to be accessible to the public. The applicants did not make of record any of the facts and 
circumstances surrounding their access to the material in issue from the depository, nor was there 
any evidence as to the depository's pohcy regarding the materials if a patent would have been 
granted. Further, there was no assurance that the depository would have allowed unlimited 
access to the material if the application had matured into a patent. 

and also 

The mere reference to a deposit or the biological material itself in any document or publication 
does not necessarily mean that the deposited biological material is readily available. 

(MPEP 2404.01 and also see Ex parte Humphreys, 24 USPQ2d 1255 (Bd. Pat. App. & Inter. 

1992)). Therefore, to ensure availability to the public for the life of any patent granted on the 

instant application, applicants must deposit these cells and comply with the requirements of 37 

CFR 1.801-1.809. 



The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the appHcant regards as his invention. 

Claims 5, 14, 15, 42 and 44 are rejected under 35 U.S.C. 112, second paragraph, as being 
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indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claim 5 is vague in that it depends from claim canceled claim 2. 

Claim 15 is vague in that it depends fi-om canceled claim 12. 

Claim 42 and 44 (and dependent claims) are vague in that applicants recite "..said cell 
line is an (emphasis added) Mpf cell line.". Use of the word "an" implies that there is more than 
one Mpf cell line and it is unclear precisely what specific Mpf cell lines applicants are referring 
to or what properties said cell lines possess. 



Claim 3 is objected to under 37 CFR 1.75(c), as being of improper dependent form for 
failing to fiirther limit the subject matter of a previous claim. Applicant is required to cancel the 
claim(s), or amend the claim(s) to place the claim(s) in proper dependent form, or rewrite the 
claim(s) in independent form. Claim 3 repeats the limitation that the cell line is human serum 
resistant. 



Miscellaneous: In Claim 6, line 2, "cells" should be "cell". 



Claims 1, 46 and 38 are allowed. 
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Claims 6, 8-9, 1 1, 13, 16-18, 51, 53-54, 56, 58, 61-64 are objected to as being dependent 
upon a rejected base claim, but would be allowable if rewritten in independent form including all 
of the limitations of the base claim and any intervening claims. 



Any mquiry concemmg this communication or earlier communications from the 
exammer should be directed to David Guzo whose telephone number is (703) 308-1906 The 
exammer can normally be reached on Monday-Thursday from 8:00 AM to 5 -30 PM The 
examiner can also be reached on alternate . 

If attempts to reach the exammer by telephone are unsuccessfiil, the examiner's 
supervisor, Irem Yucel, can be reached on (703) 305-1998. The fax phone number for the 
organization where this application or proceeding is assigned is (703) 308-4242 Faxes mav be 
sent directly to the examiner at (703) 746-506 1 . ■ y 

I, u '"^T ^^"^'^^ °' '^'^^^"S *° ^t^tus of this application or proceeding 
should be du-ected to the receptionist whose telephone number is (703) 308-0 1 96. 



David Guzo 



February 22, 2003 




